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ZtlX^X i> ±\m&.T)V*)i> ; t Ho^fy ; <£»7/P 
; 7iy^f>- ; ^7?-;M-*v ; TislVttis ; 

9cr>va*isxWMZixx\.vt:i>^7*-)V\ -v 
o ; {£»7/Mr;w-* ; 1st; ; #^>as^» ; t 

10 A 1 %Mnmi 

[fS*«7] Y>fcJ:tf/£*:UY*#*^-eJ>iK IS* 

*Gt£S^\ m^l-8<r>^Ttvt>>lZamc?>TXAl 

[ft*>I 1 0 ] n & 1 *) , *^®EiiA^^iO#?£Sr 
5ct^fcte*8S#N R C Z <t tfg A<0g8ft# h7V 
20 XffiS-C&S.rfcS:^U ntf2TS>*). fr-o*tl?tl 

vc Y^mkmstz/t mzc yi&zxmAcvm&w 
h7>xmsx$>&. it*S9ifi«£0TiKA i$mjm 
so. 

^Mz§m<DT*Aimjmm. 

[H*Jfll2]5Ul I) : 
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(5$tK HetWitry^K 7»J;K 3-f-X^i 
fctttro y /ut*> 0 . R<i*S* fcUJERr A^Tfe 
0. Wi{iCR3£fcttN-C&9, R 1 . R 2 ^ R 3 . R 4 fc 

z.VRm&*zm3LLxKm. bFn*^. m.r>v^ 
rsy. m.7)v*)VT$j*iz\tTi')vx-b 

[ff*jai3]ie(i ii): 
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(St*, Het»(it:yy/K 7y;k fxa/^tu 
50 Kay^T*9. Rfi*^it^iSmS$:^rLTV^Tt) 
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T^x^x^rnvftmrnrnmsm-cb*). r<\ 

RK RK R a t5£VR 1 Ht&«m.LX*m. >\uy 

)v. m$&ttLx^xi>x^tmT>i'3*i'. hdvx 
->k mmttLx^xix^Tsstwm&mz 

GlX^Xh£^Ti'fUT$> t ). RK RT&£VR*cr> 
^■ftlfr2l\t-miZ%iXmt:BJ&.LXi>£<. mii 
lZfz^X'k*). m%li&«m.LXtt&ctfP(E£tz 

[I££Jil4] W'tfCH-e&'h RftttSSfclifitt 

1 3£»oflteft. -e^ogaLL 

[0001] 
[0002] 

tix\^h. mz&atmv <ldd om+ii 
s^itJirrsKLDLjiiisji. mmm& (chd : co 

ronary heart diseases) <^ fc£ ft, 
X^f->1SS:ffl^TiyK4»<?>LDLrJUXTn-^ (L 
DL-C) ttSrTtf&LDL-CffiTSSHi. 
TP-/l-JlllffiS#(Cfe<tl. C H Dc7)?&ffi ■klfl&K'Wi 

L. CHD&§^*M0%liLDL-Cffij!fiE?^& 

0, cn^<om#{c{±LDL-cffiT«ffiii^rttw 

m'ii^\ L D L - C tttfiE?ir&&£<D¥&ii« 
ifcS'J^y^ (HDL) 3WfO-;MHDL- 
C) ffi^V^fcV^ilTV^. iS^. CKOffiHDL-C 
Ifoffi#CHD<7>fcJ& • S^OS'J^al^B^T-*)^:: t*« 

[0 0 0 3] HDU±, SJia+^OjifiKirn^XTO-^ 

^&£#>co£tt*aiii: LX$Qt>tiZ>aUXfv-/\nm 

Tmx-mmikPizgfiiLx^i. HDLZt'covx? 



(3) *|§32001-1 39550 

4 

A I (WTT^Aitas-r) bW&llTKfWVtf 

(FC) i:»)y|i§«^g|^a5tTit^t. pre/3-H 
DLfcDftfft&ytf^yA^fc&S. pre/S-HDL 

-/I'7y/l'h5y^7i5- bf (LCAT) Hz£*)?V 
XrVimxftv ( c E ) fc^&SfiS k t i>lz&?V 

4X#ii*Ufclft7)HDL (HDL3) ^t^A-TS. 
10 j£&H D U±Jtfifc<k oTS^ffi^Btf^fc-f 
Z.tlt>0m?iiZL>t,ZMZ r )tiDL2lZfrb& < , 

(CETP) <9ftffl£g»1\ CEJiVLD^LDL&i: 
CE&KOSX^ii^U^y^ 

\mmiz&®toZftLxBmznm±ti&. z<?m 

J: ->T3l^7 i D-;KD3l#&# i: p r e 0 -HD Ltf) 
[0 0 04] HDLIi3l/^fn-;«M(:fcV)T 

h d L«igs-^§ # * mm&iiMMfflt&mmi 
mt Lxmm±m#>xwm%®.mia.d z t 

*u ifiUg^HDLl^l^tfS^^^Stfcfcai 
Mister Li>T#A i (r)mto£nWi-z>i>e>X'i±%^ 

jKA I <0&§ij£ IX t> BJ(i>*>T**S . Wir^A I Off 
BrCOmRNAU^til^T^A I ^y/N^«l3j:V 
HD LXs^VtW&nimtflbh ZtfiWHiptzZtlX 
V^>. ^TT^AIjig^f^&^ljtS-frS^k-C, 
JH+T^A I jftK£_L#§-es £ fc ttft . iSftW 
fcHDL®|g^|6j±$-fr. 3i^Xrn-;l^teS^)?S 

40 fe. T.-KA I ^Stt^kS-a-^!Bs«JiJt+li®SS, DM 

j^t^s. *offlmDL*wH-£8*£8smfc*«- 
[0005] *wn£&hiti&ttmM<D®m&tz> 

ft-&%* J GB2 3 27 6 7 5. WO9 9/0 7 6 69. 
WO99/24404. US5670066, DE19 

7 34438. *$PflP6-4 1118. ^¥3-14 
5 6 8, ^ffl¥4-2 53974. ItPPFl 1-14 7 

8 74. Journal of Pharmaceutical Sciences vol.68, 

no.7, szj-smizwmistix^&tf. ztiwt^-rti 
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KfctfTStf* *S*WtHDL-CK;H:±#§ 

fgVrt-tSmfcCbh (Chea. Pharm. Bull., 44 
(3). 547 (1996)) . WO 9 8/3 9 2 8 Oi> J: 
l/WO 9 8/02412 Hlfim^^itir^^C o A 
al/Xfn-^ry^b^yx?!^-*' (ACAT) 

a$:fflS-ri». *f§i§¥l 1-17 184 8£lE85<D*fc£ 
mtT-t^C o Afifrtt tfS-fflWU h U / 
'J-fc94 KO£3-j££«KB|-f&. W09 9/07 382 

i&mmtt-r mw-i 1 - 1 58 1 3 3£mM<?> 
-rt^iL d Lwumma ac Armmftm* irt 

flUB* *-XA^< W£h l><OX'$>h . TXA 1 <r>m 

immzirtz<£i^mm¥5- 2 2 1 9 5 9 . #§g 

¥8-291094^ffi. WO97/09048^ 20 
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3) Ari*J^it^iX^«Sr*LTV^T*>iV^2-tr 
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4 ) mBtm£Lx^&Ar*immziiLx^xi> 
x ^y-eymtttiwsmtt tx^x %> x ^mmco 
%wgmmxbz>. 1 ) ~3 ) wrtds^zmtnT 
* a i mLfom. 
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tmz&Lx^xi>x^m<m&ffimm££;T$> 

1 ) ~3 ) cr>^-filMz§ffiC0T#A I ISlTtji 

[ o o o 9 ] 6 ) mA#*ti?timmttLx^xi> 
xu7 *-)\s£ti\mm>%mitem&m (zzxw 
tmt&wy> ■, fw^^y^L^mscriva^x- 
w$&tix\^xi> x^mcr>v*)V b : im 

L<iitmTi/fuxw8&tixuxi> i^rs 

;KA I &gDt»k 

7) Yit>j:t//^^(iY2*J7k*T*l.. l ) ~6) <r> 

^•m^iztmcor^A i i&Krawo. 

8 ) zammx'bh. d-d cou-ftuft^tsa^r 
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9) n*Ui^»i2TJ>0. IKiS^Tte^O#tt^^ 
f . 1 ) ~8 ) <OV^-ftu!)Hia®<7)r^A I j^i/ijt 

10) n^-i-efco. 

WiSS^'N RCZtyXXmAnffl&tf h 7 yxffia-c 
^0#4S r ^-r^-{cJiS[l8* { NRCZJ3j:^CY2 
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( 5SM>. H e 1 2 Ji t u y>k 7 U ;K f^i; fc« 
KnU/l'T*^ RJ±*»*^{±Sm»^LT^Tt 
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WLTv»Ttiv^®ar^/k a**^ s&*£ 30 

St8S£* t T we t> J: v %7 x -^ifcttfi&SSr* L 
Tlvti>J:V^cD^#i^ig^aT;&9. R<\ 
R\ RK R»&XVR"li&*miLLZ*m. J\aY 

^LX^Xi>J:^r^TS> Y ). RK Ri&XT/R 9 ?) 
ft*. 

1 4 ) wtfc H-c-J) 0 , Rtfimt £Jiffi»r;Mf-/i/ 
Tfc 0 - 86t8*^Tt^^#«Sr*f . 1 3 ) sdMOit 

[0012] $ t>iz. ±MUt-&m. ZC07O V? y A 50 
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a i mi*/mz-£&Ktt><?>wm£wt!iiL*mm®i> 

[ooi3] ^mm^za^x. n*«2^^ 20 

co Y 1 is X If 2 oco Y 2 (i^-ix^ix^^-? X v vt i> «t 

«te L<t±M^S 1 ~3c0tt®i> i^Stt^T^U 
£&-efU Wi.«r.X?-;k x^-/k n-rot:;k >f y 
TufcVk n-7>;k 4y7f-/k sec-^K 
tert-yf;K n-^yf-zK -fVCf^ 

rWtmttLX^XhX^m.TJWl'i ttt. 
ffiSOfita*»'lJjJLh<0^S-CB»$nTV^Tt>J:v^fi 

zt*tis/iAr#=ju* 7$ a ffisr/Mr^rsA 
>v*)Vi tmmx-hh. 

[0014] r r;l/4f v y i/j kit. MMMzit 
h, rsmmZHlX^X^^WRTfra*^! <m. 

%m±m. swmk-%\.x^x%>^W8cT)v*)\,i 

r>v*>\,i <F>wm&tfmx-hh. rr^j fctira 
^f^fcj;y^s:i~7^iiiflSRr^$:fi^ri.. <r 

mmM3tmzt})vx-ivmwtt& Lizmzmm- 

yf-'J/K ^ yyf-U/K aV'J;K b>»\'Q-f;k ^^r 
-9-y-f;K T^Uo-fyk 7*ob:*a4/k ^^^'Jn 

tTis>v**isi <?)7i'>v& J >ti>n&X'bh. 
[0015] rag^^L-cv^rti^r^j <^s 

^xmm^tix^xi>x\>\ risiw>i&±(?>Bm.<n& 
m&ztit>(om8mx'W&ztix^xi>£\i\ rsjes 
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iii»<DT$y£s^u zowsmttxim m 
[0016] ^mn^^mm^mmMs t\t. 

*) . ffSOftfifc 1 £lhwzagf££:fr LT v t J: v % 

/K y^oXfvK i/^Q^y^/K y^o^yf- 

;K S^o^v/K >'?n'v*bx;K y^cKvTf- 10 

mnm&xs&i&A u^a3~i o. #*l< 

[ooi7] ^smmm^mMs tit. n. s 

y;k >f$yyy/k tr^VU/K ty^k byys; 
;K tys^'/k K?5*=Jk hurvu*. HUTS' 

rm%<r>4mmkWmms tit. ±mz rjp^^ 

&r<w3/=A,. ?x/k 
)V. yf7y-;K 4 5 y/ >J -J-)V. 4 $yyy_ 

If 'J;k ***M-T=&. 3Hp**T3>=Jk 

tf^irVys^yk jf^Mh/'J-Jk b^ 
y-*, b^ys/x/K tr^-;K b?yy s^x/k b 
?yyx;k bny^xjK troyx;k f h7th'n 
tf^x/k *75*TV!)3*=Jk f-Tx/k f7y- 
;k +T&T$f=Jl', ^J-lVtiWh* y-tum* 

£&3-U 0*L<»4eys;;K KW$5*=Jk toy 
/k 7»J/k f-xryPifcttf-TVUA^Cft*. r * 

mrmmmmtti's vmmimMt±s&f&wm 
[ooi8] tzm<r>mfckmm£mi tit. 

f-*. xb Fu77f7M3 itff- h 5 b Ka7-7^-/P 
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S^^bk^S^aj tit. 7-7^ 

yg) t»H-4. tzmmmmms tit. jjb 

y >f y H y /k •< yKU s*yk ^vx>r s yyy 
;k 4yyyy/k s-yy yx/k yfyiz—iv. 'O- 
XfWJ*. "^yx-r y*irv y>k ^yx^-t 

>k ^y/f-rvTvy^. ^yy^yyk jvoy 

7y;k ^y/fxz^ <yy>y7y*y;k ^ 

ye y h y r/o e y ^ . >r 5 w+t/ y 

br^xVb-yy^'x/K ^yy;K 

-fy^yu*. #y^^yx;K ryx;K r^us^- 
T-^f-y^/i/tJir^tr^^veyyvx;!^^ 

yY*)-)V. j/bHo^yy/K 
bKo>fy^yy;K 7"h7bHD^yyyP, fh7k 
Ha>f y^y y;K 6,7-s/b Kn-5H-(i]b*y 

KyVi-T^-tU. "fhyh Ho^y4rHfy;k i' 
^D^ryby^xyK 4,5,6.7-xh7b Ho-lH->f 
>Ky;K A-it*V7Xi*=-)V. 3,4-i/b Hd-2H-< 
yy(l,4]^4f-tvx;i,fcJ:tfboyv'^l^^^# 

ox>f5yyy;K <yxjrdf-9-yy;k ox** 

yK hyryotrys/yK */y/K -fv^yy^i 
^y#-9-yx^cjbs. rzs<o^«Ka^^ 

[00 19] rwmttLx^xi>n^m*t:itz. 
mfomymm&i . ra^^LT^Tt,iv^m 

ttZ^)^#g^^bfc«^*j <7)^|» t VX\t. >\ 
xifv : h Ko*^ ; noyy, b KD*>-t>L<t4ffl; 

^ ; vxo^yt L<lib KP^f ^-C^S^T^Tt J: 
tVv*is{>L<\timTJl'*;i'XW8iZtiX^X 

WmZtlX^Xi>£^7$.S ; b H^^V ; -ho ; x 
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StflTWCfc X\^7xS*>> ; #s^§gag*g?** 
; **y ; iWrni/y^^^lf^, 

WCi in. L<Ji»NOyy ; t Hodfi/ ; ao^' 

yt> Ktth m^i'X'm&ztix^xi* x^tmrtv 
Yns^^z/tt/i'X-ri'X'M&ZtiX^X i> X vME»T/P 
ar;P3^f ^inu^. ;wTB«$fiT ux i> x v ^ar 

5V ; -ha ; yT/ ; 7i-;l^ ; #^i^{iZS<OlS 
[0 0 2 0] rW3m*GLX^Xt£^MmcV%mi 

2-^yy>fy^ih/y/K 2-^yVf-rvu 

; Ti/>V ; T$/Mt*lt ; #;l-1«f v ; {£»T 
/l/^i^/M*-^ ; m&Y)V*>VX?m&itX\>'X%> 

[002 1] rjg^^^-i,^i8^ji^)B«gffl^ 

*®$;-th. mmtLxit. 2-ttz 

»±4-t'J ^'-/k 3-t*»J*v-;k 2-h*5>''- 
/k 1, 3, 5-h\)T2s>-2-' OK 2-fQ'J 
;k i-t«i3-e5VU;k 2-£fcti4->r S;?' 
yu*. 2-*3t{±4-^-#WJ;k 3— fy**^ 
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v»j/k 1.3. 4-3r*-ts^rv-A^2 j -' ok. 

1. 3— f-7V— *-2— f7k 1. 3-i-TY-JU- 

4->f;K i. 2, 5-f-ryry-;p-3->f;K 

1.2, 3-^7i''7V-/l'-4-4;k 1. 3. 4- 
f7sT/-*-2--fJl'. 3— fyf-TVU*. 1. 

2. 3-hUry-;U-4--f;U, lH-fh7/-^ 
-l-47k lH-f h5 y— ;P - 5 - W Jj^co 
^SS^S3^&fcJ:y2-^yX>f 5^/U;K 3- 
<yx>f y*?VUJk 3-KyX4v*r9V\)^ 2 

yy*huryy;K i-*fci*3— fy^/yjk 3- 

^yy»j-;K 2->fyHU;K l-*fcli3->f y-f 
>K'J;K 2— *-7f«!IS/=^, 2-. 4-, 6-£fc 
{±7-Tx'J^-;K 2-. 6ifcli8-T'J-;K 1 

-*fctt3->fy#y>j;K 2-^yy;K 2-*it»± 
4 -^y l) -;K 2 -*J*+T 'J 

x^xt>£\,^£Mtzm<?>%{kfcmmmi mm 
m<D i pAt<vw8mTtmcr>&wtfw$iztix^xi> x 

[0022] rR6 K> HXX/R 9 <0\i^'^td) % 2'O\i—' 

m<mmm?tH&tz%^ximmu%itoM&i 

fh5k H n^y 'J ^;^Sr^)S^I»^$-fi^t 
S. 

[0023] 
Ht9] 




B Ar 2 . 



fi£S^atciUU:<7)Zttl^-^WLTV>rt>J;V\ 4 
Jt. mB&XVAr**ti?ticr>imi$M. : 1rl±&m. ^ 

X. &£L<li 
UtlOl 
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-cc) tti rx\ 6ci xxi 
xxi xx) A tp-«<ja 



•3. R 11 , R^tJit/R^Ji^itfcLT^Si^py 
y ; b KPdfv;>'NO^>tL<JibKo^x-CS«§ 10 

3T ; Ti^/P ; Ti/iVtti/ ; ^/l^ ; ffli&T/l^ 
S/#/l^/l> ; fiJ»T/P^t> L<liTWCW&Ztl 
T^TtiV^T$y ; tH7y7;-hn; iyry ; 7 
x-;l-; ^^iSfg^ST* 1 ). R n t>J:t^Ri^±- 

mtt^xttvzBtfLLXbzw emtite^^s 20 

[00 24] SB*^-TI,Ar2i:Lt:tt. 
y-t£y£*W£>*U. -?-«03©^^A(0ft«cWfc LX 
it. 1 2-. 3-*fc«4-5'*b Fo-*-7?W- 
;K 1-. 2-*fctt3->f>'Fyx;k l-ifcte2 
->fy^-;K 1-. 2-4fclJ3— fy^x/k 1- 
ttzit2-T r7t Yn^? 9V-tV. 2-. 3-4*: 
tt4-1.2-xtKo*y'J-7k 3-*3t«4—fV^ 
o^-;K 2-. 3-ifcli4-^nvz;K 2-, 3 
-£fc{±4-yny^/k 2-, 3-4fctt4-f-3T^ 30 
UX-JK 2-, 3-£fctt4-<yy>*fcr5x/K 
2-£jt(23-y'h KDW/fx-^, 2-4itJi3 
- y'h H o\y/7 U /k 2 -OVtl . 3] ^*^^f V U 
/K 2-2.3-5'T;Kn^VV'[1.4)3fcr*V-;k 2- 
4 fc« 3 -3, 4-^b Ko-2H-"C.yy*U, 4) jJ-^I^x 
/k 8 -^7tlJ9 -6,7-vb Hn-5H-^yy>-^n^. 
T^^JMSil^-. 3-4fcti4-**y-4H-?o 
^z;tfiW^5. SB*^i-SAr2fcLT{± 

^yb>s3offi, mmv» : Jym. vyisym&xv 
ry-yp^o 5 iw:^f / y y s . 4 y * y y y 

[0025] 4ftH£fl&<fl:g1MCtt. #*?Hfc&%tf) 



ttiitv ym&ummnm ■, Ytuxyx>i*y 

*fyx)\,*y&. ^ A ^R4^«yxys^)^r 
I88e7)£ ; ry^e-^A, hyy^/i/rytx^A^Jt 
« b y x-^^r y^-^A^owiSJSS^a ; v y •> 
isittt* y *72>m<nT)Vi) yftnaa ; a »^by * 
/k a^-fkx-f/i^WND^y-ftsr^^t^EaJS: 

&il?>i&ig£ijNf £ £ fca>*T£ h . 
l«-tf)*»ftfcfi*U fci^Bj ( I ) l4HFfc»U f£ 
Mcrm^j/H' tmiLX^Xi>H\ 
[ o o 2 6 ] 2*:. *»c&s-fc£<ii(i*c9Tn 
y^fcft**-*. TDF77/tll *fc¥W£*:ttftltl 

xt>*). &#ftT(0Kmmx*miz&&tt.-&toiz%. 
mixhztxmmmtmftuii&sx'&h. m 

05;LI£D esign of Prodrugs, 
Elsevier, Amsterdam 1985 {£f £ 

mztix^z. mm. *maz&&tt&to#*fr#* 

&%ithzt\,z^xwzki$ixz>x.x7-)mmfc. tti 
liXfrttzstmmzTzyzRmzit&zkizx^x 

tih. MUX. *WSfc«5fl:*ft* s b Fa^^i&^rr 
S^Ji. bKo^v-fcJS^r^^N^^f vttiim 

[0027] mm , «MBfc«i'ifc^iw«r 5 y SrW 
rsy Sr^-ti.^ifetjiS'Srag^Dyy 

ztih. *w%z&hft&m ( 1 > iPF^mm^^ 

•tl^Ut. 7b5f*. M*t^*fcJ:^TO^TX 

fi/^-j^tf. a*. ( 1 ) # 

rsn&zftt&iir&izii. zw&iz<r>wmmmi,z^ 

[0028] *mUz®&{t£lMt£XTXA I 

mzm uw&mt ltja. 

OT^k^BJJtPWt^S. ^ ( I ) (cfcl^T 

1 ) Ari*5^3I^LTV^TiJ;^#S4,L<tii: 
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75^*4? S'* ffiar^rj*^^* 
->k ^7^/l/£fc«l!^7i^t^£fvC^"C 

»Xt>& Ar»#Ar l-aT&Sfc-TS) 

liZS^SKS^^a (i^TH«i»fcJ±±EAr 10 

1- afcE«)T'fcl> (WT. Ar'^Arl-btl) 

[0029] Ar'*5, ffiHr^^^nrsyes 

T*J>S <J*K Ari#Arl-cT**>£fc-TS)<t& 

mxht mr. Ari#Ar l-d-efcSfc-r&Mt 

Ar>#2-*y'J/k 2-dfy^U;W. 2- 20 

^vxa $rvy;K 2— f-TVUJk 2— wfr 

2- 3r^^'ry'j;K 2-try^/k 2 -try 5^ 

^fc»i2->f SrV'J/P-e&S (OT. Ar»#Arl 
[0 0 30] 2) 3!A#M&g£*LTVvCt>J:<-W*S 

tt.it>i»7;W;K tHn+y, fi«7/Wy, 30 
&3*VOvct>J:vvr$y\ 7x~/K -ho. ffi&T 

;i/*;k*3\ ^7y. m^^fi^*»*^ttffi»T^ 

^fU^^y) T'&S mAtfA-aX'btt 
fc3$J. ^A*<SSISSr^rLTV^Tt>J:V^t 

& (IItffl«ii:«ADt>. ^oyy-Cg&SfVC 
tvctJ^ffiaT/i^/k 7^**^. ffiRTypadf 40 
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1 6 

AtfA-cX'bht^rh) it&te. ^a*«7x^;k 2 

-77f-/k 2-t>L,<li3-7U;K 2-*>b<«3 
-f-X.=./k 2-tt<<i3-f n'J;K 2-. 3-fc 
L<tt4-ty>'*;K 2-4VK»J/k 2-<>"/7>J 
;k 6-*yy;k 2-i,L<{i6-<yyf-x^;^ 

Jt«3-2H-^oy-;l/-C*S lA*>*A-d 

x-hht-fh) its®. 

[0031] MA& 
[ftl 1] 




X't>*). AritfA-aX-hh (OT, MAtfA-eT 
Ml 2] 




v B tAi 2 . 

T'£9. Ar*tfA-bT$>& (laT. SAtfA-fT 
Hfcl3] 




[ftl4] 




B Ar 2 



[ftl5] 



-cci to xxi 6a xxi 



17 

> ; b Ho^ry ; J\ny>i> L<lib Ku^-CffiftS 

* ; 7>7P ; 7>-;M^ ; ; ffi»7;I^* 

§oM'#=Jl' ; mcr>V*)Vl> L<\±T^XWM^tl 
TVvti>J:V*7$/ ; bH5^V ; -hn ; ^7/ ; 7 

fc-t*)ft#l*k 

[0032] 3) Rtf*m-ct>z>te&te. 

4) Z*flg«T'fcSfl:^ 

[0 0 3 3] 5) Y l &£TSY 2 W&«mLLX*m. ^ 
2 ^#^«litT*^i^«^7y^^T'ftS m 

t. Yi}5xvY*tfY-b?$>z>t*tz>) it^m. Yi 

fcJtfY2*^TJ>6 (OT. YifcitXY2*>'Y-c 
TfcSfci-*)T*Sfc#l*k 

[00 34] 7) R*vK^T&*K Z«WCftO. n 
#0T&»). ArifcitXfgACOa^t)^ (Ar 1, 

a) *«tJiT^t>cor&s^% 

(Arl, A)= (Arl-a, A-a), (Arl-a. A-b), (Arl-a, A-c), 
(Arl-b, A-a), (Arl-b, A-b), (Arl-b, A-c), (Arl-c, A 
-a), (Arl-c, A-b), (Arl-c, A-c), (Arl-d, A-a), (Ar 
1-d, A-b), (Arl-d, A-c), (Arl-e, A-a), (Arl-e, A- 

b) , (Arl-e, A-c), (Arl-a, A-e), (Arl-a, A-f), (Arl 
-a, A-g), (Arl-b, A-e), (Arl-b, A-f), (Arl-b, A-g), 

(Arl-c, A-e), (Arl-c, A-f), (Arl-c, A-g), (Arl-d, 
A-e), (Arl-d, A-f), (Arl-d, A-g), (Arl-e, A-d), 
rl^, A-e), (Arl-e, A-f), (Arl-e, A-g), (Arl-e, 
h) 

[0035] 8) R&*mvh*). zimmvh*). r 

r K Y* &XXSYmmzmA<?M*£bit (Arl, 
Y, A) WlT<ni>V>T'&Z>fc£m 
(Arl, Y, A) = (Arl-a, Y-c, A-a), (Arl-a, Y-c, A-b), 
(Arl-a, Y-c, A-c), (Arl-b, Y-c, A-a), (Arl-b, Y-c, 
A-b), (Arl-b, Y-c, A-c), (Arl-c, Y-c, A-a), (Arl-c 
Y-c, A-b), (Arl-c, Y-c, A-c), (Arl-d, Y-c, A-a), 

Z Y 1 

Ar 1 -NHR + Hal 

Y 2 

(A-l) (A-2) 
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* (Arl-d, Y-c, A-b), (Arl-d, Y-c, A-c), (Arl-e, Y-c, 
A-a), (Arl-e, Y-c, A-b). (Arl-e, Y-c, A-c), (Arl-e, 
Y-c, A-d), (Arl-e, Y-c, A-h) (Arl-a, Y-b, A-a), (A 
rl-a, Y-b, A-b), (Arl-a, Y-b, A-c) (Arl-b, Y-b, A- 
a), (Arl-b, Y-b, A-b), (Arl-b, Y-b, A-c), (Arl-c, Y 
-b, A-a), (Arl-c, Y-b, A-b), (Arl-c, Y-b, A-c),(Ar 
1-d, Y-b. A-a), (Arl-d, Y-b. A-b), (Arl-d, Y-b, A- 
c), (Arl-e, Y-b, A-a), (Arl-e, Y-b, A-b), (Arl-e, Y 
-b, A-c), (Arl-a, Y-c, A-e), (Arl-a. Y-c, A-f), (Ar 
10 1-a, Y-c, A-g), (Arl-b, Y-c, A-e), (Arl-b, Y-c, Ar 

f) , (Arl-b, Y-c, A-g), (Arl-c, Y-c, A-e), (Arl-c, Y 
-c, A-f), (Arl-c, Y-c, A-g), (Arl-d, Y-c, A-e), (Ar 
1-d, Y-c, A-f), (Arl-d, Y-c, A-g), (Arl-e, Y-c, A- 
e), (Arl-e. Y-c, A-f), (Arl-e, Y-c, A-g),(Arl^a, Y 
-b, A-e), (Arl-a, Y-b, A-f), (Arl-a, Y-b, A-g),(Ar 
1-b, Y-b, A-e), (Arl-b, Y-b, A-f), (Arl-b, Y-b, A- 

g) , (Arl-c, Y-b, A-e), (Arl-c, Y-b, A-f), (Arl-c, Y 
Hb, A-g), (Arl-d, Y-b, A-e), (Arl-d, Y-b, A-f), (Ar 
1-d, Y-b, A-g), (Arl-e, Y-b, A-e), (Arl-e, Y-b, A- 

20 f), (Arl-e, Y-b, A-g), 

[0036] mz« z l \*Mksm<mt txrtizm 

Ia-1, Ia-3, Ia-4, Ia-5, Ia-6, Ia-7, Ia-9, Ia-10, I 
a-16, Ia-17, Ia-18, Ia-23, Ia-27, Ia-29, Ia-30. Ia 
-37, Ia-38, Ia-39, Ia-42, Ia-44, Ia-45, Ia-46, Ia- 
48, Ia-53, Ia-54, Ia-55, Ia-59, Ia-60, Ia-61, Ia-6 
2, Ia-63, Ia-64,Ia-69, Ia-72, Ia-95, Ia-97, Ia-10 
30 4, Ia-105, Ia-112, Ia-113, Ia-118, Ia-119, Ia-144, 
Ia-145, Ia-146, Ia-150, Ia-152, Ia-153, Ia-156, I 
a-161, Ia-162, Ia-177, Ia-204, Ib-01, Ib-3, Ib-4, 
Ib-6, Ib-7, Ib-8. Ib-9, Ib-11, Ib-12. Ib-13, Ib-1 
4, Ib-144, Ib-17, Ib-18, Ib-19, Ib-20, Ib-24, Ib-2 
(A 5, Ib-26, Ib-28. Ib-35, Ib-73, Ib-97, Ib-102, Ib-1 
Ar 05, Ib-131, Ib-B7, Id-lfcitf Id-1L 

[0037] *wMzmit&fo ( i ) ti. mtimco 

n A^cat^l>Til*^^^^SWti5* 
40 m&mt¥V I %®MA (19 7 7) 6. 7 9 j ifcJi 

rm4tmm&m&(i992) 22, i38j^£ 

[Aft] (A-1+A-2-I ) 
[ftl6] 



.ArV 




(0 



1 9 

fcf3») 

rsva (A-i ) fcigMoyy-fbigj (a- 
2) ^sier*'?. SffitftoTfl:^ ( i ) Z^m 
&zt #ai#s . -~mz*&imk lx h y x^r s 

tr ll i?y. m\a> (A-i) i7t{i^f-;i^T$y* 
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[0038] [Bffi] (B-1+B-2-I ) 

[<bi7] 

O v 1 



Ar 1 -NH 2 + 



(B-1) 



(n 



CB-2) 



( 3-^f-yursyrutf^) #^;K>m s f^cohs 
**^Ntf>#£T. rsy« (B-i ) fc^tfyig 

(B-2) £M&&R££-£l>^{;:J:'?ft#t*j * 

O Y 1 



SHB^^i&rcfrxtf J: \,\ 
[0039] [C£] (C-1+C-2-I) 
[flU8] 

O y 1 



(C-1) 



Y 2 
(C2> 



a 1 ) 



*R*5t>ffatP«fcTSyS (C - 1 ) kijiVXym. 

(C-2) (T^RJfre&O. Eur. J. Med. Chen... (1 
994) 29, 841S®<0*ffitJ:oTllStas*4. W*>. m 

?^-Hflvvo*/p*yi?(c-2) SriSttft®. rs 

yt^S-fch-tf-ffc;^ ( I ' ) **&£>:h.l>. ig&J±. 

[0040] J^tfD^rffi^^nfcRj^H-CftSfl:^) 
( i ) knayyfcTA*Ar*#mtf-hWJJP& 
T. y7f/WA75K+. SS~8 OTrCKflSS-fr 
SClfctciO. Rj&^T/l^T&Sfc^l*) ( I ) * 

z*qgffTi>s^% ( i ) z 
*"wrc*6fl:** ( i ) *wjy±wi.h)v?.ym 

[0041] nzt/mrxA i ^Rnamu. hdw 

ffl^5r«ttYk?«S. ^t. JlfflWttHDLiWKT* 

L^S(Tangiera 1Mm)Wmft>tL 
h. * 



★ [0042] *mHz®&{t£mt:T*A I ^n»l 

urm. urn, arHyww* mm. yo^r 

[0043] xmiizte&it&tecQim&tzzmmit- 
mttzmm. m&m. am*, wm, aram. s&r 
nmnmmmminmk z-miz&tzm&tmim 

n. nmbLxnnm. &m. ywm. ry?y. 
t'x/n^Q»j vym. mm\k lxwumh***** 

^>itS. tm<7>m\k LTiiti ~?9u-t->V{> 
L<\±X i hA*z>Vu-X&*m\,M>Z.kifiX'%i>. t 

so aftffl, mm. w&fimzft&miLxh 
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[0044] j&mz&ifcsmnTXA i mjom 

tf. J&At2BPS#f-S«^. 31&l~10 0mg/k 
g/BT3> t ). ff£L<tt5~3 0mg/kg/Btf)& 

<»Sf4^a*o. i~i omg/kg/ano, * 
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*mt< l~5mg/kg/B<0®Hrt-Ci>&. -r*l£ 
1 B 1 [IK&llltcttttT&Wtfcra^. «TfcMtW 

[0045] 

[Hfcfll] H&fll 4-^na-N- (4-bU/W^ 
yXTSH (Ib-17) 
[ftl9] 



Me 



o, 



aoc 



a 



[Affi] : p-h;K^Xl.07 «, 10.0 ■»l)o?n 
0**4(20 mD^gfc. *&Tt 1)^X2.37 g. 30.0 

mmoDiKWCp - 9 xraKirM *? o U K (2. 63g, 1 
5.0 BnoD^Jni. SiSfcrt 5B#ajgffLfc. RJSfcfc 

J: OfffeSt Ib-17 (2.0 g, 81.6»*#fc. 

[0 04 6] 0Ufc0»2 f*7xy-2-*;^yie 

Vzs>-2-4)UT$\ : ( I b-1 22) 
[fc2 0] 

N*^NH 2 + HOOC S 



N 



20 



[Cjfe] : 2-rS/t'Jv ; y(376 mg. 3.99 mmol). 
M)7x-^*X7-f ^(786 mg, 3.00 mmol) 1 7ot 
HJ ? no* *y (990 mg. 4.99 mmoOcOxh^t HP 
75V(10 Bl)^t. 2-f-^-7xy^-KyK(256 
■ng. 2.00 moD^Miemm^L^m. mm 

L, Mtx^-'vSf^y (1:3) Tigasu^tefiS:^ 



30 



N NH2* 



CK)C 



•^0 



9 5%x^y-;p«t OStSSt I b-1 22(342 ng, 8 
3.8%)iH#*:. 

[0047] HSfe#]3 N-^f;P-N-7x-/Ky 
( Ib-2 7) 

Hfc2 1] 

O 0 

H^Q W iCO 

I b — 1 (180 mg, 0.91 moD^^f-^^ATS H 
(3 ml)?§iK£ s *#T. *JWW-hy*>A<«8. 40 mg. 

1.00 moD^fUz. SfflfcT3 0^^ffi. 3 
Wfc*?7K213 ng, 1.50 mmol) £flDX.. 5^HRKU 

ttU BHJSX^-^dfD-y (1:1) TSJB-rSilfe 
?fct£fe Ib-27 (180mg, 85.3%) 

[OO481HJS0H 3-7x^-N-4f/^f-9-y 
>-2~4 fr-TfVA'TSV ( I a-9) 

[€2 2] 

O 



[Aft] :*#8HrF. 2-r5y^y^'Jy(435 B mfcyiM^^nvh^^-r-fcttLPSx 



g, 3.00 nimol)<7)Tb7bHD75y(12 »l)i§&4"V 
HJXf-/P7 5^(728 mg, 7.20 mmol) fclgft^y-t^ 
4M1.2D g. 7.20 mmol)5rjDt5^SR^a. -£& 

(j"^ HOOC 
N NHa + 



40 



N 



^k-^-ty (i:2) -cawm. mxf^-^ 

1fyJ:')StSaLla-9(128mg, 15.5%) 2r?#^c. 

[0049] HJt#J5 3-K0*Jy-3-4)U-H- 
tf'J y'y- 2-4/1—7? 'J *7$K (Ia-112) 

Ht2 3 ] 



N 



[Bft] : 2-rS/tT«jy'y(0.986 g, 10.48 mmol) AXf-;|/-3- ( 3-v.X?-/l/r$ /Tnt^) #*#^' 
k/3- (3-tr'J^M/P) 77U/PSK0.746 g, 5.00 m 4 SKU.006 g,5.25 mmol)SrjDX.2 1 ^JSJfL^SE 
mol)(7)xh7hKa75y(10 ml)8?R4>K. £81- A50 £8ffi&*U:. SfcCl 0%?xy&*&?g£JlJ;t. 
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?Qo*;pA-c«iai. mimx-mi-hov^m *«, 39.o»£*§>t. 

«kvC*ra»Uift. iBfcaQRv^S^ATfc [ 0 0 5 0 ] IUfc0i|6 3-7?>-2-4;l/-N-e 

8&£iSE&*Lfc. WmZ^VtyiUfwzb »i?>-2-4 tl>-T9 U*TS K ( I a-1 04) 

-f-tcftLB^x^-^po*;^ (1:1) C-fb24 } 
TUSSL M|x*JW: OStg^ 1 1 a — 1 1 2(440 n* 

[Cife] : 2-T5yeyS»0» mg, 4.00 mmolk lO^Kx^-^-^y (1:2) TSKB-r^tSA^ 9 5% 

h'j7x-MX7^ y(786 mg, 3.00 mnol) £7*0*: X^7— /WJ: OSJSiftiL I a-1 04 (243 mg, 56.8%) 

hy?no.X*y<990 mg, 4.99 mmol)<9-rh7h Kn H«fcLT*Ott<Ofl;^££j£Lfc. UlTt 

77^(10 ml)^*^ 2-77X7? y;HI(276 m WW*^. 

g, 2.00 niK.l)^ani.6lffla«MitiSLi§^«E®* [005 1] 
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Ia-1 


a 

OMe 




Ia-19 


OX 
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Ia-2 






Ia-20 
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Ia-3 
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Ia-21 




Me 


la-4 


Me °tX 




Ta-22 


cX 




Ia-5 
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Ta-23 


<X 


Me 


Ia-6 




X5 


Ia-24 






Ia-7 






la-25 
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Ia-8 


CA 


X3 


la-26 






la-9 


ox 




Ia-27 


A. 

Mo M > 
twit* ix 




Ia-10 


Me 

A 

Me 




Ia-28 


ox 

N 


Me 


Ta-11 




XO 


Ia-29 


Ok 


OMe 


Ia-12 


ox 




Ia-30 


N 


Ia-13 






Ia-31 


ft 




Ia-14 




-©-© 


Ia-32 






Ia-1 5 






Ia-33 






Ia-16 






Ia-34 






Ia-17 






Ia-35 




X5 


Ia-18 


*x 


JO 


Ia-36 


ox 





[0052] 



* * [^2 3 
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o 

Ar 1 



No. At 1 a No. Ar 1 



& Xr cl u-54 a ^ 



OEt 
OEt 



OMe 
OMe 



™ Ofr .-57 jk 



OMe 

OMe 
OMe 

OMe 



^OMe 

\7 ,<Mb 

Me 



OMe 
OMe 
OMe 



OMe 
OMe 



fc43 ^ Vn ra _ 59 ^ 

01 on 

Ia-44 ^ ^Ql F Ia-60 ^ V 

OMe 

®k P® mi (X TOC 

ON 



OMe 
OMe 



MeO 
OMe 
OMe 



IMS QL Ia-64 ^ ^ 



[00 53] 



* * [^3 3 




[0054] 



* * [§14] 
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No. 



Ia-104 
Ia-105 
Ia-106 
Ia-107 
la-108 
[a-109 
Ia-110 
Ia-111 

Ia-112 
Ia-113 

Ia-114 
Ia-115 
Ia-116 
la-117 
Ia-118 

Ia-119 
Ia-120 
Ia-121 
Ia-122 
Ia-123 
Ia-124 



AT 1 - 



(17) 

o 
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At 1 



(T\ O 

N H 

tie 

a v 

N 



^0 


la 




No. 




A 






V-n 

V 


Ia-126 


o\ 


XI 


la-127 




XI 


Ia-128 


&x 


\* 

H 


Ia-129 




n 


la-130 


fX 




Ia-131 




o ^ 


I0rl32 






Ia-133 


N ^ 




Ia-134 


(f\ 


-CO 


Ia-135 


ri 




Ia-136 




xo 


Ia-137 






Ia-138 




H 

xx> 


Ia-139 




W 

H 


Ia-140 




H 


Ia-141 






la-142 






Ia-143 




XJ5 



[0055] 



* * [^5] 



(18) 
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xrr y y&*>v^j*£msaLxBmmL-cmit 

[0 0 7 9] ^092 tl-T-tlVm 
fc&fa ( I a-7) lOmg * 



?Ltt 80mg 
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?L« 2 6 5 g 
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